Claims 

1 . A Method for detecting a nucleotide mismatch in a nucleic acid sample, said 
method compriVng the steps of: 

(a) providmg a nucleic acid probe derived from a hemizygous cell, said probe 
being complements^ to a hemizygous chromosome or segment thereof present in said 
hemizygous cell; 

(b) forming a duplex between said nucleic acid sample and said probe; and 

(c) determining said duplex contains a nucleotide mismatch. 

2. The method pfj^^mi 1, wherein said determining step is carried out using a 
denaturing gradient gel elecCrophSresis technique. 

3. The method of clairnY^wherein said nucleotide mismatch represents a 
sequence variance in a populatiokrN 

4. The method of claii5t4,a^|ierein said probe has a known sequence. 

5. The method ofetaifla^^heredn said probe is detectably labeled. 



6. The method of c^ii»4»^lierein ^aid hemizygous cell results from the loss of a 
chromosome or segment thereof. 



7. The method of S^l33>4^herein said hemizygous cell comprises multiple 
copies of said hemizygous chromosome or segmeht thereof 

8. The methodo?"5}aii^^^vwherein said hemiWgous cell is human. 
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9. The Method of claim 1, wherein said hemizygous cell is an immortalized cell. 



10. The memod-Tsf^im 1, wherein said hemizygous cell is derived from a 
complete hydatidiforki mole, anlyvarian teratoma, an acute lymphocytic leukemia, an 
acute myeloid leukemm, a solid tumor, a squamous cell lung cancer, an endometrial 
ovarian cancer, a maligiiant fibrous histiocytoma, or a renal oncocytoma. 

1 1. The method of claim 1, wherein said hemizygous cell is NALM-16 or KBM- 



12. The method of claim y, wherein said hemizygous cell is derived from a 
haploid germ cell. 



13. Themethod'o! 
correlates with a level of therapeutic re) 
intervention. 



ein the presence of said nucleotide mismatch 
less to a drug or other therapeutic 



14. The method of claEim.^^^herein me presence of said nucleotide mismatch 
indicates a disease or condition, or a predisposition to develop said disease or condition. 

15. The method ofcIaiUhl^herein said micleic acid probe is produced by 
amplifying at least a portion of said hemizygous chromosome or segment thereof to 
produce said probe. 



ng step utilizes a protein that 
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17. Tl;iemethod of claim 16, wherein said protein is MutS. 

1 8. The method of claij^J^6^^^ said protein is a resolvase. 

19. The method of ckim 18, wherein said resolvase is T4 endonuclease VII. 

20. The method orclajhm 1, wherein said determining step utilizes a chemical 
agent that detects said nucleotme>mismatch. 

21. The method ol^^Jgim^wn^ said method is used to determine the 
haplotype of said n^tetc^Sci^ sar 

22. A inelh€)4for detectiHg-anucleotide mismatch in a nucleic acid sample, said 
method comprising the step^ 

(a) providing a nucleic acid pr&be^rived iJi&m a sex chromosome; 

(b) forming a duplex between said nucfei&^id s^rlple and said probe; and 

(c) determining if said duplex contains a nucleOThkimisirfetch. 

23. A methooSfor detecting a nucleotide mismatch in a nucleic acid sample, said 
method comprising the steps of: 

(a) providing a nucmc acid probe derived from a somatic cell hybrid, said probe 
being complementary to a chformsome or segment thereof, wherein only one allele of 
said chromosome or segmentl^npof is present in said somatic cell hybrid; 

(b) forming a duplex betweWsaid nucleic acid sample and said probe; and 

(c) determining if said duplex\ontains a nucleotide mismatch. 



24. A kit for detecting a nucleotide^ismatch, said kit comprising: 



(am nucleic acid probe derived from a hemizygous cell, said probe being 
complemenWy to a hemizygous chromosome or segment thereof; and 
(b) a m^ans for detecting a nucleotide mismatch. 

5 25. The kitVf claim 24, wherein said detecting means is a protein that binds or 

cleaves said nucleotid&lIiisJ5.atch. 

26. The kit of claim 25, wherein said protein is MutS. 

10 27. The kit of clajm^^wherein said protein is a resolvase. 

28. The kit of cl^tHj^y, wherein said resolvase is T4 endonuclease VII. 

.1 29. The kit of clamK^, wherg^n/aid detecting means is a chemical agent that 

15 detects said nucleotide mismatch. . 

30. The kit of clam^24, wherein saik probe is detectably labeled. 
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31. A method for producing a nucleic aoid probe for the detection of a nucleotide 
20 mismatch, said method comprising the steps of: . 

(a) providing a hemizygous cell having at leVst one hemizygous chromosome or 
segment thereof; and \ 

(b) amplifying at least a portion of said hemizygous chromosome or segment 
thereof to produce said probe. 

25 V 

32. A method for producing a nucleic acid probe for^|he detection of a nucleotide 
mismatch, said method comprising the steps of: 
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(a) pr<widing nucleic acid from a hemizygous cell having at least one hemizygous 
chromosome oV segment thereof; and 

(b) using said nucleic acid to produce a probe, said probe being complementary to 
at least a portion \f said hemizygous chromosome or segment thereof. 

33, The metrbd of cl^iig^, wherein said nucleic acid is amplified, said amplified 
nucleic acid being a retpresentation of the genomic DNA of said hemizygous cell. 

34. The method of claim 32, wherein said nucleic acid is an RNA or DNA library. 



35. The method of cJ^im(^3J.^OT^2, wherein said probe has a known sequence. 



^~ 36. The method of clain^ 31 or 32, wherein said method further comprises 

detectably labeling said probe. 

37. The method of claim 3 l^^^,~Wherein said hemizygous cell is human. 
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38. The method of claim 3 1 or 3^, wherein said hemizygous cell is an 
immortalized cell. 

39. The method of claim 34^r 32, wWein said hemizygous cell is derived from a 
complete hydatidiform mole, an ovarian teratoma, an acute lymphocytic leukemia, an 
acute myeloid leukemia, a solid tumor, a squanious cell lung cancer, an endometrial 
ovarian cancer, a malignant fibrous histiocytomaXor a renal oncocytoma. 

40. The method of claiiH..3]^r 32, wherein si^id hemizygous cell is NALM-16 or 
KBM-7. 
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